J- PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
2560WO0P 


rnD rir r»^i,i7r» a i~^n™ SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT /IPEA/4 1 6) 


International application No. 

PCT/JP99/05754 


International filing date (day/montWyear) 

19 October 1999(19.10.99) 


Priority date {day* 'month year) 

20 October 1998 (20.10.98) 


International Patent Classification (IPC) or national classification and IPC 

C07D 243/12, A61K 3 1/551, C07D 401/04, 403/04, A61P 3/04, 3/10 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 
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This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 



Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



ntemational application No. 

PCT/JP99/05754 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[X] the international application as originally filed 

| | the description: 

pages 

pages 

pages 



. as orieinally filed 



, filed with the demand 



. filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

t as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



filed with the letter of 



| 1 the sequence listing part of the description: 

pages 

pages 

pages 



. as originally filed 



, filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ 



4. 



□ 
□ 
□ 
□ 

□ 
□ 



contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as ''originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



I I the entire international application. 

DKI claims Nos. 17 

because: 



FT7\ the said international application, or the said claims Nos. j_7 

x— J relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet for continuation of Box III. 1. 



I 1 the description, claims or drawings (indicate particular elements below) or said claims Nos. 
' 1 are so unclear that no meaningful opinion could be formed (specify): 



□ 



the claims, or said claims Nos. are so inadequately supported 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 17 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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Supplemental Box 

(To be used when the s pace in any of the preceding boxes is not sufficient) 
Continuation of: III. 1 



Claim 17 is a ^Method of treatment of the human 
body by surgery or therapy" as defined in PCT Rule 67.1 
(iv) . 



lntenK;n< 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-16, 18 



1-16, 18 



1-16, 18 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 
Documents 

1. Bioorganic & Medicinal Chemistry Letters, Vol. 6 (No. 
3) , pp. 267-272 (1996) 

2. Bioorganic & Medicinal Chemistry Letters, Vol. 7 (No. 
3), pp. 281-286 (1997) 

3. Journal of Medicinal Chemistry, Vol. 40 (No. 17), pp. 
2706-2725 (1997) 

4. WO, 96/11691, Al (Glaxo Wellcome Inc. USA), 25 April 
1996 (25.04.96) 



The inventions described in Claims 1-16 and 18 are 
novel and involve an inventive step relative to the 
documents cited in the international search report. 

Document 1 discloses 1 , 4-benzodiazepine compounds 
that act to regulate somatostatin receptor function, but 
does not disclose 1 , 5-benzodiazepines . Documents 2-4, on 
the other hand, disclose various 1 , 5-benzodiazepine 
derivatives, but do not disclose a partial structure 
indicated by L-R2, or the fact that said compounds act to 
regulate somatostatin receptor function. 

A person skilled in the art could not easily deduce 
the aforementioned features. 




CPCT 3 6*Xt5PCT«flij70] 



2 5 6 0 WO 0 P 


I PEA/4 1 6) 5r#It5li: 0 


PCT/J P 9 9/0 5 7 5 4 


(B. J3.^) 19.10.99 


«2c0 

(0. J3.*£) 2 0. 10. 9 8 


HIS^W^S (IPC) I n t . C 1 


7 C07D243/12 A61K31/551 C07D401/04, 
C07D403/04 A61P 3/04, A61P3/10 













i. :m^mm^mm^^Ltzz<Dmm^mm^^^mmrfm.mms7^ (pct3 6&) o«j£jc«v*astt-r3 0 



3. zomm^mm&m&iL ^f^s^-at^ 

I [x] SRI^ffl*^e$ft«^Sffl 

n □ 

m [x] %rM&, ii^xtt^j^ij^^ 

V (xj PCT3 5*(2)l:»StSSjStt, it*ttXfiS3S±«>5pJffl^l|gfficov^r^*OI, *ix*KW-#**:«?> 

vi □ ^^^co^l^^c^ 



19. 0 5. 0 0 


19. 0 1. 0 1 


&WRZfhX9c 

b ^m&wtfr ( I P E A/ J P ) 
MW^F^- 1 0 0 -8 9 1 5 




4 P 


3 4 9 0 










0 3 - 3 5 8 1 - l'To 1 F*3# 


^ 3 4 9 0 



iSPCT/IPEA/4 0 9 (m») ( 1 9 9 8^7^) 



mmmm^ pct/j P99/05754 



1 . i^fffii^(7)Si 



PCT^IIJ70. 16, 70. 17) 



[x] tti^ffi!pog^i±j®#^ 
□ 9!»H 



I* 
I* 



m 
m 

m 



PCTl 9*OS3&£*<5St«;E$;h,fc*><D 



□ {US 
il 
go® 



* 



^< — 



±m(n^Mn, Tm<D-mmT*$>z> mx~&>% 0 

□ mmm&ntidbizmitiztiti p c tsiu23. i (b) 3 mm^mm 

□ pct ^au48. 3 (b) v ^ mm^mcomm 

□ ^(ommthmt^izmth^titzy ^^^y^^ ^^^z^^^m 
□ mx<Dmm m m 



*t<5<OT-. ^«]E^$ix4^ofct)Ot LTMLt, <PCTS»]70.2(c) C<0*|IS:^tp36 L#*.««*i±: 



««PCT/IPEA/4 0 9 (1 9 9 8^7^) 



PCT/J P 9 9/0 5 7 5 4 



[x] iS^o«SS l_7 



31 & : 

jx| wOHRffl*Xtt»*ot5H l_7 IS, BB^tSm^iWtiv^ 



□ ^a^. 0 ? .^^>«Eiffl^L < fiinffi (m^-ruft) x&m$:<Dffi\m 



i^PCT/i PEA/4 0 9 (SIHI) ( 1 9 9 8^7^) 



PCT/J P 9 9X0 5 7 5 4 



v. *f*tt, 3i^w^xtta*Jl«>«««rtBttlcov^r<o^6JSl 2& (pct3 5*(2)) «m>3jmp, 



i . 



*f«tt (N) 



il#H4 (IS) 



mm±<omm^itni± < i a) 



1-16, 18 



1-16, 18 



1-16, 18 



2. XMRXfmm <PCT«HIJ70.7) 



1) Bioorganic & Medicinal Chemistry Letters, vol. 6 (No. 3)p267~272 (1996) 

2) Bioorganic & Medicinal Chemistry Letters, vol. 7 (No. 3)p281~286 (1997) 

3) Journal of Medicinal Chemistry, vol. 40 (No. 17) p2706^2725 (1997) 

4) WO, 96/11691, Al (GLAXO WELCOME Inc. USA) 25.4^.1996 (25.04.96) 



m^mm i ~i6, mzmmztitz^mn. 



5£ 



iSPCT/I PEA/409 (»VI) (1 9 9 8f7fl) 



